Double blind placebo controlled study on the effect of the nitric oxide donor molsidomin and the 5-HT3 antagonist ondansetron on human esophageal motility.
The aim of the present study was to investigate the effects of acute administration of the NO-donor molsidomin (2 mg) and the 5-HT3 antagonist ondansetron (8 mg) on esophageal motility and lower esophageal sphincter pressure (LESP) in 10 healthy volunteers by stationary side hole manometry in a double-blind placebo controlled study design. LESP, contraction amplitudes (5, 10, 15 cm above the LES) and propagation velocity (10-15 cm above the LES) for dry and wet swallows were analysed and additional blood samples were taken for determination of plasma levels of VIP and gastrin. Molsidomin significantly decreased basal LESP from 16.8 +/- 1.6 mmHg to 11.4 +/- 1.0 mmHg, while ondansetron had no influence. Molsidomin also reduced contraction amplitudes of dry swallows (saline 61.9 +/- 7.2 mmHg, molsidomin 40.1 +/- 8.1 mmHg), while it did not influence contraction amplitudes of wet swallows. Ondansetron had no effect on contraction amplitudes. Both substances did not influence propagation velocity of wet swallows, while they reduced propagation velocity of dry swallows significantly (saline 3.9 +/- 0.4 cmls, ondansetron 3.1 +/- 0.2 cm/s, molsidomin 3.1 +/- 0.2 cmls). There were no effects on plasma levels of gastrin or VIP. These data strongly suggest a possible therapeutic role of molsidomin in the treatment of esophageal motility disorders. Effects of ondansetron have to be further evaluated in patients with disturbed esophageal motility.